CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Package for:

APPLICATION NUMBER:
ANDA 75-440

Name: Haloperidol Decanoate Injection, 50 mg (base)/mL and
100 mg (base)/mL, packaged in multiple-dose vials

Sponsor: Apotex Corp.

Approval Date:  February 28, 2000



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-440

- CONTENTS

Reviews / Information Included in this Review

Approval Letter

Tentative Approval Letter(s)

Approved Labeling

Labeling Review(s)

Medical Review(s)

| Chemistry Reviews

Bioequivalence Reviews

Statistical Review(s)

Microbiology Review(s)

el T VT I P B

Administrative Documents
Correspondence




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICA T 10N NUMBER:
ANDA 75-440

APPROVAL LETTER




ANDA 75-440
FEB 28 2000

Apotex Corp.

Attention: Marcy Macdonald

50 Lakeview Parkway, Suite 127
Vernon Hills, IL 60061

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 12, 1998, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Haloperidol
Decanoate Injection, 50 mg {base)/mL, and 100 mg (base) /mL,
‘'packaged in multiple-dose vials.

Reference is also made to your amendments dated April 14, May
19, August 20, September 2, November 8, November 9, December
16, and December 20, 1999; and January 13, January 26, and
February 2, 2000. :

We have completed the review of this abbreviated application
and have concluded that the drug is safe and effective for use
as recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Haloperidol Decanoate Injection 50 mg

(base) /mL and 100 mg (base)/mL to be bicequivalent and,
therefore, therapeutically equivalent to the listed drug
(Haldol Decanoate-50 Injection, and Haldol Decanoate-100
Injection, respectively, of R. W. Johnson Pharmaceutical
Research Institute).

Under section 506A of the Act, certain changes in the
conditions described in this abbreviated application reguire
an approved supplemental application before the change may be
made.

Post-marketing reporting.requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
"initial advertising or promotional campaigns. Please submit
all proposed materials in draft or mock-up form, not final



print. Submit both copies together with a copy of the
proposed or final printed labeling to the Division of Drug
Marketing, Advertising, and Communications (HFD-40). Please
do not use Form FD-2253 (Transmittal of Advertisements and
Promotional Labeling for Drugs for Human Use) for this initial
submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form

FD-2253 at the time of their initial use.
O
[

ouglas L. Sporn
Director z Z 2

Office of Generic Drugs
Center for Drug Evaluation and Research

Sincerely yours,



We call your™gttention to 21 CFR 314.81(b) (3) which requires that
materials for subsequent advertising or promotional campaign
be submitted to owgr Division of Drug Marketing, Advertising, and
Communications (HFD~40) with a completed Form FD-2253 at the time
of their initial use.\_' '

incerely yours,

Douglas
Director

cc: ANDA 75-440
Division File
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Haloperidol Decanoate Injection
For IM Injection Only
B only
DESCRIPTION

Haloperido! decanocate is the decanoate ester of the
butyrophenone, haloperidol. It has a markedly extended
duration of effect. It is available in sesame ol In Sterile form
for intramuscular (M) injection, Chemically, haloperido!
decanoate is 4-(4-(p-chlorophenyl)-4-hydroxypiperidino]-
4"-fluorobutyrophenone decanoate. The molecular formula
Is Gy Hy,CIFNO;. The structural formula is:

i
: 0—C—(CH,),—CH,
F —CH,CH,CH,—N

{
[+]
Cl

Haloperido! decanoate Is almost Insoluble In water
0.01 mg/ml), but Is soluble In most organle solvents.
t has a molecular weight of 530.13.

Each mL of Haloperidol Decancate Injection, 50 mg/mL
contains 50 mgq haloperidol (present as haloperidol
decanoate 70.5 awv In a sesame oil vehicle, with 1.2%
(w/v) benzyl alcohol as a preservative.

Each mL of Haloperidol Decanoate Injection, 100 mg/mL
contains 100 mgq haloperidol (present as haloperido!
decanoate 141 ,Bom in a sesame oil vehicle, with 1.2% (w/v)
benzyl alcohot as a preservative.

CLINICAL PHARMACOLOGY

Haloperidol decancate is the long-acting form of
haloperidol. The basic effects of haloperitiol decanoate are
no ditferent from those of haloperido! with the exception of
duration of action. Haloperidol blocks the effects of
dopamine and Increases its turnover rate; however, the
precise mechanism of action is unknown.

Administration of haloparidol decanoate in sesame oll
results in slow and sustained release of haloperidol. The
plasma concentrations of haloperido! gradually rise,
reaching a peak at about 6 days after the injection, and
falling thereafter, with an apparent half-life of about 3
weeks. Steady state plasma concentrations are achieved
after the third or fourth dose, The relationship between
dose of haloperidol decanoate and plasma haloperidol
concentration is roughly finear for doses below 450 mg, It
should be-noted, however, that the pharmacokinetics of
haloperldol decanoate _o__ozsm Intramuscular injections
can be quite variable between subjects.

INDICATIONS AND USAGE

Haloperidol Decancate injection, 50 mg/mL and 100 mg/mL
are long-acting parenteral antipsychotic drugs intended for
use in the management of patients requiring prolonged
parenteral antipsychotic therapy (e.g., patients with chronic
schizophrenia). .

CONTRAINDICATIONS

Since the pharmacologic and clinical actions of Haloperidol
decanoate injection are attributed 1o haloperidol as the
aclive medication, CONTRAINDICATIONS, WARNINGS, and
additional Information are those of haloperidol, modified
only to refiect the prolonged action.

Haloperido! Is contraindicated In severe toxlc central
nervous system depression or comatose states from any
cause and in individuals who are hypersensitive to this drug
or have Parkinson’s disease.

WARNINGS
Tardive Dyskinesia:

A syndrome consisting of potentially irreversible,
involuntary, dyskinetic movements may develap in patients

treated with antipsychotic drugs. Aithough the prevalence
of the syndrome appears to be highest among the elderly,
espectally elderly women, it is impossible to rely upog
prevalence estimates to predict, at the Inception of
antipsychotic treatment, which patients are likely to develop
the syndrome. Whether m:.%&osa_n drug products differ
In their potential to cause tardive dyskinesia is unknown.

Both the risk of developing tardive n«mz:mm_m and the
likelihood that it will become irreversible are believed to
Inctease as the duration of treatment and the total
cumulative dose of antipsychotic drugs administered to the
patient Increase. ‘However, the syndrome can develop,
aithough much less commonly,” after relatively brief
treatment periods at low doses. .

There Is no known treatment for established cases of
tardive dyskinesia, mz__ocwz the syndrome may remit,
partially or completely, If antipsychotic treatment Is
withdrawn. Antipsychotic treatment, itself, however, may
suppress (or partially suppress) the signs and symptoms
of the syndrome and theraby may possibly mask the
underlylng process. The effect that symptomatic
suppression has upon the long-term course of the
syndrome is unknown.

Given these considerations, antipsychotic drugs should be
prescribed In a manner that is most likely to minimize the
occurrence of tardive dyskinesla. Chronic antipsychotic
treatment should generally be reserved for patients who
suffer from a chronic illness that 1) is known to réspond to
antipsychotic drugs, and 2) for whom altemative, equally
effective, but potentially less harmful treatments are not
available or appropriate. In patients who do require chronic
treatment, the smallest dose and the shortest duration of
treatment produing a satisfactory clinical response should
be sought, The need for continued treatment should be
reassessed periowically,

If signs and symptoms of tardive dyskinesia appear In a
patient on antipsychotics, drug discontinuation ‘should be
considered. However, some nm_sam may require treatment
despite the presence of the syndrome., (For further
information about the description of tardive dyskinesia and
its clinical detection, please refer to ADVERSE REACTIONS.)

Neuroleptic Mallgnant Syndrome (NMS):

A potentially fatal symptom complex sometimes referred to
as Neuroleptic Malignant Syndrome (NMS) has been
reported in association with antipsychotic drugs. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity,
altered mental status (including catatonic signs) and
evidence of autonomic Instability (irregular puise or blood
pressure, tachycardia, diaphoresis, and cardlac
dysrhythmlas), ~Additional signs may include elevated
creating phosphokinase, myoglobinuria (rhabdomyolysis)
and acute renal failure.

The diagnostic evaluation of patients with this syndrome Is
complicated. In arriving at a diagnosis, it is mportant to
identify cases where the clinical presentation includes both
serious medical illness (e.g., pneumonia, systemic
infection, efc.) and untreated or inadequately treated
extrapyramidal signs and symptoms (EPS).  Other
important considerations in the differential diagnosis
include centrat anticholinergic toxicity, heat stroke, drug
fever and primary central nervous system (CNS) pathology.

The management of NMS should Include 1) immediate
discontinuation of antipsychotic drugs and other drugs
not essential to concurrent therapy, 2) Intensive
symptomnatic treatment and medical monitoring, and 3)
treatment of any concomitant serious medical problems
for which specific treatments are avallable. There Is no
general agreement about specific %:23‘._8_8_8_
treatment regimens for uncomplicated NMS,

_.wuﬂaa Sﬁc_;m m::u&o:oznQaa:masmamzm_
recovery from NMS, the potential relntroduction of drug
therapy should be carefully considered. The patient should
be carefully monitored, since recurrences of NMS have
been reporfed.

Hyperpyrexia and heat stroke, not associated with the above

symptom complex, have also been reported with
haloperidol.

General!

A number of cases of bronchopneumonia, some fatal, have
followed the use of antipsychotic drugs, includin
haloperidol, It has been postulated that lethargy an
decreased sensation of thirst due to central inhibition may
lead to dehydration, hemoconcentration and reduced
pulmonary ventilation. Therefore, if the above signs and
mﬂao_osm appear, ,nm_.sn_w__v. in the elderty, the physician
should institute remedial therapy promptly.

Aithough not reported with haloperidol, decreased serum
cholesterol and/or cutaneous and ocular changes have been
reported In patignts recelving chemically-refated drugs.

PRECAUTIONS

Haloperidol decanoate should be administered cautiously
{0 patlents:

- with severe cardiovascular disorders, because of the
possibility of transient hypotension and/or precipitation of
anginal pain. Skiould hypotension occur and a
vasopressor be required, epinephring should not be usad
sinca haloperidol may block its vasopressor activity, and
paradoxical further fowering of the blood pressure may
OCCUr, Instead, metaraminol, phenylephrine or
norepinephrine should be used.

receiving anticonvulsant medications, with a history of
selzures, or with EEG abnormalities, because haloperidol
may lower the convulsive threshold. If Indicated,
adequate anticonvulsant tharapy should be concomitantly
maintained, .

with known allergies, or with a history. of allergic
reactions to drugs.

recelving antlcoagulants, singe an Isolated instance of
interference occurred with the effects of one anticoagulant
(phenindlone).

If concomitant antiparkinson medication is Suc_:a_ It may
have to be continued after- haloperidol decanoate Is
discontinued because of the prolonged action of haloperidol
decanoate. [f both drugs are discontinued simultaneousty,
extrapyramidal symptoms may occur. The physician should
keep in mind the possible increase in intraocular pressure
when anticholinergic drugs, _Saaawmm:gum%ao: agents,
are administered concomitantly with haloperidot decanoate.

In patlents with thyrotoxicosis, who are also receiving
antipsychotic medication, Including haloperido! decanoate,
severe neurotoxicity (rigidity, inability to walk or talk)
may 0Ceur.

When haloperidol is used to control mania in bipolar
disorders, there may be a rapid mood swing to depression.

Information for Patients:

Haloperidol decancate may impair the mental and/or
physical abilities required for the performance of hazardous
tasks such _as operating amoz:a& or driving a motor
vehicie. The ambulatory patienf should be warned
accordingly.

The use of alcohol with this drug should be avoided dus to
possible additive effects and hypotension,

Drug Interactions;

An encephalopathlc syndrome (ch lzed by wea

5
haloperidol may be Bumc._.m of v.oa.? sing CNS depressants
such as angsthetics, oplates, and arcchg.

Carcinogenesis, Mulagenesis, Impairment of Fertility:

No mutagenic potentlal of haloperido! decanoate was found
In the Ames Salmonella microsomal activation assay.
Negative or Inconsistent positive findings have been
obtained tn in vitro and /n vivo studies of effacts of short-
acting hatoperido! on chromosome structure and number.
The available cytogenic evidence Is consldered too
inconsistant to be conclusive at this time.

Carcinogenicity studles using oral haloperidol were
conducted in Wistar rats (dosed at up to 5 mg/kg daily for
24 months) and In Albinc Swiss mice (dosed at up 10 §
mo/kg daily for 18 months). In the rat-study survival was
lass than optimai in all dose groups, reducing the number
of rats at risk for developing tumors. However, although a
relatively Jamaq number of rats survived to the and of the
study In high dose male and female grodps, these animals
did not have a greater Incidence of tumors than control
animals. Therefore, although not owﬂ_ama this study does
mcmmﬁ the ab of a haloperidoi related i in the
incidence of neoplasia In rats at doses up to 20 times the
usual daily human dose for chronic or resistant patients,

In female mice at 5 and 20 times the highest Initial datly
dose for chronic or rasistant patients, there was a
statistically significant Increase In mammary gland
neoplasia and total tumor Incidenca; at 20 times the same.
dally dose thers was a statistically significant increase In
pituitary m_m_a necplasla, In male mice, no statistically
significant differences In Incidences of total tumors or
specific tumor types were noted.

Antipsychotic drugs elevate prolactin levels; the elgvation
persisis during chronic administration. Tissue culturs
experiments indicate that approximately one-third of human
breast cancers are prolactin dependent in vitro, a factor of
potential tmportance % the prescription of these drugs Is
contemplated in a patient with a previously detected breast
cancer.  Although disturbances such as galactorrhea,
amenorrhea, gynecomastia, and impotence have bsen
reported, the clinical significance of elevated serum
profactin levels is unknown for most patients.

An increass In mammary neoplasms has been found in
rodents after chronlc administration of antipsychotic drugs,
Neither clinical studles nor epldemiologic studies conducted
to. date, however, have shown an association between
chronic administration of these drugs and mammary
tumorigenesls; the available evidence Is considered too
imited to be conclusive at this time.

Pragnancy, Teratogenic Effacts, Pragnancy Category C:

Rodents given up to 3 times the usual maximym human
dose of haloperidol decanoate showed an Increass in
incidence of resorption, fetal mortality, and pup mortality.
No fetal abnormalities were observed.

Cleft palate has been observed In mice given oral
haloperidol at 15 times the usual maximum human dose.
Cleft palate in mice appears to be a non-specific response to
stress or nutritional tmbalance as well as to a varisty of
drugs, and thers Is no evidence to relats this phenomenon
to predictable human risk for most of these agents.

There are no adequate and well-controlled studies in

wac:ma women. There are reports, howevar, of cases of

imb malformations observed following maternal use of

haloperidol along with other drugs which have suspected

aaswg__n potential during the first trimester of pregnancy.
r

lathargy, fever, tremulousness and  confusion,
extrapyramlidal symptoms, leukocytosis, elevated serum
enzymes, BUN, and FBS) followed by irreversible brain
damage has occurred in a few patients treated with lithium
plus haloperldol. A causal relationship betwesn these
events and the concomitant administration of lithium and
haloperidol has not been established; however, patients
receiving such combined therapy should be monitored
closely for early evidence of neurological toxicity and
treatment discontinued promptly if such signs appear.

As with other antlpsychotic agents, it should be noted that.

Causa hips were not established with these cases.
Since such experience doas not exclude the possibliity of
fetal damage due to haloperidol, haloperidol decanoate
should be used during pregnancy or in womsi: likely to
bacome pregnant only if the banefit clearly justifies a
potential risk to the fetus,

Nursing Mothars;
Since haloperidol is excretad in human breast rajlk, infants

should not be nursed during drug treatment with
haloperidol decanoate.




Pedlatric Use: '
e
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pediatric patients hava not been established.

ADVERSE REACTIONS

Adverse reactions following the administration of
Haloperidol Decanoate Injection are those of haloperidol.
Since vast experlence has accumulated with haloperidol, the
adverse reactions are reported for that compound as well as
for haloperidol decanoate, As with all Injectable
medications, local tissue reactions have been reported with
haloperidol decanoate.

CNS Ellecls:

: EPS during the
administration of haloperidol have been reported frequently,
often during the first few days of treatment, EPS can be
categorized generally as ~ Parkinson-like symptoms,
akathisia, or dystonia (Including oplsthotonos and
oculogyric crists), , While all can occur at relatively low
doses, they occur more frequently and with greater severi

at higher doses. The symptoms may be controlled wit

dose reductions or administration of antiparkinson drugs
such as g:ua%_:o mesylate USP or trihexyphenidy!
hydrochioride USP. it should be noted that persistent EPS
have been reported; the drug may have to be discontinued
in such cases.

Withdrawal

rologi Generally,

patients receiving short term therapy experience no
problems with abrupt discontinuation” of antipsychotic
drugs. However, some patients on maintenance tréatment

experience transient dyskinetic signs after abrupt
withdrawal, In certain ‘of these cases the dyskinetic
movements are Indistinguishable from the syndrome
described below ‘under ‘Tardive Dyskinesia except for
duration. Although the long acting properties of haloperidol
decanoate provide gradual withdrawal, it Is not known
whether gradual withdrawal of antipsychotic drugs will
reduce the rate of occurrence of withdrawal emargent
neurological signs.

As with all antipsychotic agents
haloperidol has been assoclated with persistent dyskinesias.
Tardive dyskinesia, a syndrome consisting of ‘potentially
Irreversible, involuntary, dyskinetic movements, may appear
In some patients on long-term therapy with haloperido!
decanoate or may occur after a_cm therapy has been
discontinued. The risk appears to be mawa_. In elderly
patients on high-dose therapy, especially females. The
symptoms are persistent and in some patients appear
irreversible. The syndrome Is characterized by rhythmical
involuntary movements of tongue, face, mouth, or jaw (e.g.,
protrusion of tongue, putfing of cheeks, ncn_a%c of
mouth, chewing movements). Sometimes these may be
wmnoaumag.s. Involuntary movements of extremities and
e trunk.

There is no known effective treatment for tardive dyskinesia;
antiparkinson agents usually do not alleviate the symptoms
of this syndrome. It is suggested that all antipsychotic
agents be discontinued if these symptoms appear. Should
it be necessary to reinstitute treatment, or increase the
dosage of the agent, or switch to a different antipsychotic
agent, this syndrome may be masked, 1t has been reporied
that fine vermicular movement of the tongue may be an
early sign of tardive dyskinesia and if the medication is
stopped at that time the full syndrome may not develop.

Tardive Dystonia; Tardive dystonia, not assoclated with the
above syndrome, has also been reported, Tardive dystonia
is characterized by delayed onset of chorelc or dystonic
mavements, Is often persistent, and has the potential of
becoming irreversible.
L

ther CNS Effects: Insomnia, restlessness, anxiety,
euphoria, agitation, drowsiness, depression, fethargy,
headache, confusion, vertigo, grand mal selzures,
exacerbation of psychotic symptoms includin
hallycinations, and catatonic-like behavioral states whicl
amw be amwn: e to drug withdrawal and/or treatment
with anticholinergic drugs.

Body as a Whols;

Neuroleptic malignant syndrome (NMS), hyperpyrexia and
heat stroke have been reported with haloperidol. ~(See
WARNINGS for further Information conterning NMS.)

Cardiovascular Elfects;
Tachycardia, hypotension, hypertension and ECG changes
including prolongation of the Q-T interval and ECG pattern

changes compatible with the polymorphous configuration of
torsades de pointes.

Hematologlc Etfacts:

Reports have appeared citing the occurrence of mild and
usually translent leukopenia and leukocytosis, minimal
decreases in red blood cell counts, anemia, or a tendency
toward lymphomonocytosis. Agranulocylosis has rarel
been reported to have occurred with the use of haloperidol,
and then only in assoclation with other medication.

Liver EHects:
Impaired liver function and/or Jaundice have been reported.
Dermatologic Reactions:

Maculopapular and acneiform skin reactions and lsolated
cases of photosensitivity and ioss of halr.

Endocrine Disorders:

Lactation, breast engorgement, mastalgla, menstrual
Irregularities, awzmooawﬂ a, Impotence, increased libido,
hyperglycemia, hypoglycemia and hyponatremia.

Gastrointestinat Etfecls

Anorexia, constipation, diarrhea, hypersailvation, dyspepsta,
nausea and vomiting.

Autonomic Reactions:

Dry mouth, blurred vision, urinary retention, diaphoresis
and priapism,

Respiratory Etfects;

Laryngospasm, bronchospasm and increased depth of
respiration.

Spacial Sense

Cataracts, retinopathy and visual disturbances.
Other;

Cases of sudden and unexpected death have been reported
in association with the administration of haloperidol, The
nature of the evidence makes it impossible to determine
definitively what rols, if any, haloperidol played in the
outcome of the reported cases. The possibility that
haloperidol caused death cannot, of course, be excluded,
but 1t is 1o be kept in mind that sudden and unexpected
death may occur In psychotic patients when they go
uaamsn or when they ars treated with other antipsychotic
rugs.

Postmarkelng Events:

:<8;33o=~3§:mmcs:auo:gsmm:Nﬁﬂo_a
child with cltrullinemia, an inherited disorder of i
excretion, following treatment with haloperidol.

OVERDOSAGE

While overdosage is less likely to occur with a parenteral
than with an oral medication, information pertaining to
haloperidot Is presented, moditied only to reflect the
extended duration of action of hatoperidol decanoate.

Manifestations: In general, the symptoms of overdosage
would be an exaggeration of known pharmacologic effects
and adverse reactions, the most prominent of which would
be: 1) severe extrapyramidal reactions, 2) hypotension, or
3) sedation. The patlent woutd appear comatose with
respiratory depression and hypotension which could be
severe anough to produce a shock-like state. The

extrapyramidal reactlons would be manifested by muscular
weakness or rigidity and a generalized or focalized tremor,
as demonstrated by the akinetic or agitans types,
respectively, With accidental overdosage, hypertension
rather than hypotenslon occurred In a  two-year
old child, The risk of ECG changes associated with torsades
de pointes should be considered. (For further Information
rm mm._q__: z.mowwm%« de pointes, please refer to ADVERSE

Treatmant; Since there Is no specific antidote, treatment is
nzsg.__m supportive. A patent airway must be sstablished
y use of an oropharyngeal alrway or endotracheal tube or,
In prolonged cases of coma, by tracheostomy. Respiratory
depression may be counteracted by artificlal respiration and
mechanical respirators.  Hypofension and clrculatory
collapse may be counteracted by use of Intravenous fluids,
plasma, or concentrated albumin, and vasopressor agents
such as metaraminol, phenylephrine and norepinephrine,
Epinephrine should not be used. In case of severs
extrapyramidal reactions, antiparkinson medication should
be administered, and should be continued for several
weeks, and then withdrawn gradually as extrapyramidal
symptoms may emarge.

ECG and vital signs should be monitored especially for
signs of Q-T prolongation or nmgﬁ:a_& and monitoring
should continue untll the ECG Is normal. Severe
arrhythmias should be treated with appropriate antl-
arrhythmlc measures.

DOSAGE AND ADMINISTRATION

Haloperidol Decanoate Injection should be administered by
deep Intramuscular Injection, A 21 gauge needle is
recommended. The maximum volume per injection site
should not exceed 3 mL. DO NOT ADMINISTER
INTRAVENOQUSLY.

Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to administration,
whenever solution and container permit,

Haloperido! Decanoate Injection is intended for use in
chroni¢ psychotic patients who require prolonged parenteral
antipsychotic therapy. These patients should be previously
stabilized on antipsychotic medication before considering a
conversion 1o haloperidol decanoate, Furthermore, it is
r ded that 1 being considered for
haloperido! decanoate ?;E have been treated with, and
tolerate well, short-acting haloperidol in order to reduce the
mw_mm_o_ Q_ of an unexpected adverse sensitivity to
operidol.

Close clinical supervislon Is required during the initial
period of dose adjustment in order to minimize the risk of
overdosage or reappearance of psychotic symptoms before
the next injection, During dose adjustment or episodes of
exacerbation of psychotic symptoms, haloperidol decanoate
therapy can be supplemented with short-acting forms of
haloperidol.

The dose of Haloperidol Decanoate injection should be
expressed in terms of its haloperidol content, The starting
dose of haloperidol decanoate should be based on the
patient's age, clinical history, physical condition, and
response to previous antipsychotic therapy. The preferred
approach to %Es_a_aﬂmv_g minimum effective dose is to
begin with lower initial doses and to adjust the dose upward
as needed. For patients previously maintained on low doses
of antipsychotics (e.g. up fo the equivalent of 10 mg/day
oral haloperidol), it is recommended that the Initial dose of
haloperigo! decanoate be 10 to 15 times the previous daily
dose in oral haloperldol equlvalents; limited clinical
experience suggests that lower Initial doses may be
adequate.

initial Therapy:

Conversion from oral haloparidol to haloperidol decanoate
can be achieved by using an initial dose of haloperidol
decanoate that Is 10 to 20 times the previous dally dose in
oral haloperidol equivalents,

In patients who are elderly, debilitated, or stable on low
doses of oral haloperido) (e.g. up to the equivalent of
10 mg/day oral haloperidol), a range of 10 to 15 times the

previous daily dose In oral haloperidol equivalents is
appropriate for initial conversion.

_=um=o=a ua<_ocm_«_ a.s_smuo:.:_essaomoma
antipsychotics for whom a low dose approach risks
recurrence of psychlatric decompensation and in patients
whose long term use of haloperidol has resulted in a
tolerance to the drug, 20 times the previous daily dose in
oral haloperidol equivalents should be considered for initial
conversion, with downward titration on succeeding
injections,

The initial dose of haloperidol decancate should not exceed

100 mg regardiess of previous antipsychotlc dose,

raquirements. if, therefore, converslon requires more than

100 mg of haloperide! decanoate as an Initial dose, that

dose should be admlnistered in two Injections, i.e, a

«:u“_aca of 100 mg Initially followed by the balance In 3 to
ys.

Malatenance Therapy:

The maintenance dosage of haloperido! decanoate must be
individualized with titration upward or downward based on
Emawmsa esponse. The usual maintenance rangs is 10 to
15 times the previous daily dose in oral haioperidol
Bmzw_wam dependent on the clinical responss of the
patient.

HALOPERIDOL DECANOATE DOSING RECOMMENDATIONS

Patlents Monthly Maintenance
1st Month
Stabllized on low 10-15 x Daily Oral  10-15 x Previous

dally oral doses Dose
m:.. 010 ana_wv
Iderly or Debllftated

High dose . 20xDally Oral
Risk ol relapse |  Dose
Tolerant lo cral haioperidol

Daily Oral Dose

10-15 x Previous
Dally Oral Dose

Close clinical supervision Is required during Initiation and
stabilization of halopsridol decanoate tharapy.

Haloperidol decanoate is usually administered monthly or
every 4 weeks., However, variation in patient response
may dictate a need for ma~=ﬂ5m=~ of the dosing Interval
as wall as the dose (See CLINICAL PHARMACOLOGY).

Clinical experience with haloperidol decanoate at doses
greater than 450 mg per month has been limited.

HOW SUPPLIED

Haloperidol Decanoate Injection, 50 mg/mL, 50 m
haloperidol as 70.5 mg per mL haloperidol decanoate in
mL multiple dose vials.

Haloperidol Decanoate Injection, 100 mg/mL, 100 m
haloperidol as 141 mg per mt. haloperidol decanoate in
mL multiple dose vials.

Store at controlled room temperature 15-30°C (59-86°F).
Do not refrigerate or freeze.

va%s from light. Retain vial in carton until contents are
used.

Mfg by:

Novex Pharma
Richmond Hill, Ontario
Canada L4C 5H2

Rev. 07/99 24650020
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| Haloperidol Decanoate
i Injection

50 mg/mL*

5mL
MULTIPLE DOSE VIAL

R Only

Mfg by: Novex Pharma
- Richmond Hill, Ontario
Canada L4C SH2
" Mfg for: Apotex Corp.
Vernan Hilis, IL 60061
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Usuai Dosaga: See package insert.
“Each mL contains: 70.5 myg haloperidof
d i 10 50'mg haloperi

in a sesame oil vehicle, with 1.2 % (w/v)
benzy alcohol as a preservative. The dose
of Haloperidol Decanoate should be
expressed in terms of its haloperidl

Store at controlled room temperature
15°-30°C (59°-86°F). Do not refrigerate or
freeze.

Protect from light. Retain vial in carton
until contents are used.
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: Usual Dosage: See package insert.

: NDC 60505-0703-1 *Each mL contains: 141 mg haloperidol

decanoate, equivalent to 100 mg
hatoperidol, in a sesame oil vehicle, with i
. 1.2 % (wiv) benzy! alcoho! as a
Halopel‘ldol Decanﬂate preservative. The dose of Haloperido!

: H Decanoate should be expressed in terms of
Injection P

its haloperidol content. -

Store at controlled room temperature 15°-
_ 30°C (59°-86°F). Do not refrigerate or i
1 freeze. ’
P Pratect from light. Retain vial in carton ‘
- 100 m g /m L - until contents are used. t
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-440 Date of Submission: August 12,
1998

Applicant's Name: Apotex Corporation

Established Name: Haloperidol Decanoate Injection, 50 mg*/ml, and
100 mg*/mL (as haloperidol)

Labeling Deficiencies:
1. CONTAINER (5 mL multiple dose vials)

a. Increase prominence of the established name and
strength to appear as the most prominent
information on the label.

b. Revise the “Each mL contains” statement to read,
*Each mL contains mg haloperidol decanoate,
equivalent to xx mg haloperidol, in a ..

c. Include the following with the “Protect from
light” statement: Retain vial in carton until

contents are used.

appear

d. Ensure that the “5 mL”
prominently.
e. For your 100 mg/mL product, you submitted labels

for a —— multiple dose vial. However, in the
HOW SUPPLIED section of your insert labeling and
in the Container Closure section (XIV) of your
application, you indicate that this product will
be packaged in a 5 mL multiple dose vial. Please
revise and/or comment.

f. We encourage you to use boxing, contrasting.
colors, or other means to differentiate the
strength of your products.

2. CARTON (5 mL)

See CONTAINER comments.



INSERT

a.

e.

DESCRIPTION

Enhance the readablllty of your structural
formula.

CLINICAL PHARMACOLOGY

Revise the first sentence to read,
Haloperidol decanoate is the long.

CONTRAINDICATIONS

Change the first paragraph to read,

..decancate injection are attributed to haloperidol
as the active medication, CONTRAINDICATIONS,
WARNINGS, and additional..

PRECAUTIONS

i.

ii.

Revise the flrst and sixth paragraphs to
delete '

Carcinogenesis, Mutagenesis, and Impairment
of Fertility

A) Revise the subsection heading to delete
A\ andll
B) The ultimate sentence of the first

paragraph should read, “cytogenic”
rather than

C) Revise so that the third sentence of the
third paragraph, “Antipsychotic drugs
elevate..”, begins a new paragraph.

ADVERSE REACTIONS

i.

1i.

Revise the first paragraph to delete —

" Tardive Dyskinesia

Combine the ultimate and penultimate
paragraphs to read, _
~Mmay be masked. It has been reported.



f. DOSAGE AND ADMINISTRATION

i. Delete from the
first, third and fourth paragraphs.

ii. Revise the second paragraph so that the
penultimate sentence, “Close clinical
supervision..”, begins a new paragraph.

iii. Change  the ultimate sentence of the fourth
paragraph of your submission to read,
exXperience suggests that.. (add “s”).

g. HOW SUPPLIED
See CONTAINER comments (c) and (e).

Please revise your labels and labeling, as instructed above,
and submit in final print.

Please note that the Agency reserves the right to request
further changes in your labels and/or labeling based upon
changes in the approved labeling of the listed drug or upon
further review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Robert L. West, M.S., R.Ph.

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL ILABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
usp 23

X

Is this name different than that u.séd in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

- - X
Has the firm proposed a proprietary pname? If yes, complete this subsection.
X
Do you find the name cbjectionable? List reasons in FTR, if so. Consider: Misleading?
Sounds orx looks like another name? USAN stem present? Prefix or Suffix present?
4

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what
were the recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes,
describe in FTR.

X
Is this package size mismatched with the ded & ge? If yes, the Poison
Prevention Act may require a CRC.

X
Does the package proposed have any safety and/or regulatory concerns?

] X

If IV product packaged in syringe, could there be adverse patient outcome if given by
direct IV injection?

X
Conflict bétween the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuration?

X
Is the strength and/or concentration of the product unsupported by the insert labeling?

X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or
cap incorrect?
: X

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartoning? Must the package insert accompany the
product?

X

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the
most prominent information on the label). ’

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP
guidelines)

Labeling (continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for the
NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between
labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to descxribe solid oral dosage form identifying markings in HOW SUPPLIED?




Has the firm failed to adequately support compatibility or stability claims which appear
in the insert labeling? Note: Chemist should confirm the data has been adequately
supported. ’

Scoring: Describe scoring configuration of RLD and applicant {(page #) in the PTR

Is the scoring configuration different than the RLD?

Has the fimm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (rFTR: List page # in application where inactives are
listed) )

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode,
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be
listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recocmmendations? If sa, are
the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

fs the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container? .

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only include solvents appearing in innovator
labeling.

Biocequivalence Issues: (Compare biocequivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If s0o, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state.




NOTES/QUESTIONS TO THE CHEMIST:

1. This product is llght sensitive and packaged in clear, Type
' I glass. Does the proposed carton adequately protect the
product from light?

FOR THE RECORD:

1. Labeling review based on the listed reference drug (Haldol®
Decanoate 50 and 100; McNeil Pharmaceutical; revised
10/13/92; approved 4/27/93.)

2. Packaging _
Haldol Decancate 50 is packaged in 10 x 1 mL ampules, 3 x 1
mL amps, and 5 mL multiple dose vials. The 100 mg product
is packaged in 5 x 1 mL ampules and 5 mL multiple dose
vials.

The applicant is proposing to package its products in 5 mL
multiple dose Type I, clear glass vials.

Since this product is light sensitive, Apotex has been asked
to include the directive of retaining the vial in the carton
until contents are used.

3. Labeling _ ‘ v

' Since the labeling submission is in draft, the firm has been
asked to ensure that the established name and strength
appear as the most prominent information on the label; that
the vial size is enhanced; and that the products strengths
be differentiated.

4.  Inactive Ingredients
There does not appear to be a discrepancy in inactives
between the DESCRIPTION section of the insert labeling and
the C&C Statements.

The product contains benzyl alcohol as a preservative and is
not recommended for use in pediatric patients.

5. USP Issues : : .
NDA - Store at CRT 15-30°C (59-86°F). do not refrigerate or

freeze. Protect from light.
ANDA — same as RLD

6. Bioequivalence Issues — Pending

7. Patent/Exclusivity issues - None



Date of Review: Date of Submission:

January 13, 1999 August 12, 1998

Pri Reviewer: Date: |
, Y

Te Leader: Date:

é;;£;6;7;é%%¢¢/ | -§450/477
7/ ’

CccC:
ANDA: 75-440
DUP/DIVISION FILE
HFD-613/LGolson/JGrace (no cc)
V:\FIRMSAM\APOTEX\LTRS&REV\75440NA1.L.DOC/ldg/1/13/99
Review



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-440

Dates of Submission: April 14, 1999 (draft)
May 13, 1999 (FPL)

Applicant's Name: Apotex Corporation

Established Name: ' Haloperidol Decanoate Injection, 50 mg*/mL and
100 mg*/mL (as haloperidol)

Labeling Deficiencies:

1. CONTAINER (5 mL multiple dose vials)

a. 50 mg/mL - Revise “Each mlL contains " mg...”
to read “Each mL contains 70.5 mg...” to be
consistent with your “Components and Composition”
statement on page 142 of your August 31, 1998
submission. '

b. 100 mg/mL — Revise “Each mL contains ———— mg...”
to read “Each mL contains 141 mg...” to be
consistent with your “Components and Composition”
statement on page 143 of your August 31, 1998
submission.

C. Both strengths - To be consistent with the
reference listed drug, we encourage you to insert
“For Intramuscular Use Only” after the sentence
“The dose of Haloperidol Decanoate should be
expressed in terms of its haloperidol content.”.

2. CARTON (5 mL)
a. 50 mg/mL - Revise “Each mL contains mg...”
to read “Each mL contains 70.5 mg...”
b. 100 mg/mL. — See comment 1(b)'under CONTAINER.
c. See comment 1 (c) under CONTAINER.
3. INSERT

a. DESCRIPTION



i. Revise the chemical name from
“4-[4- (p-chlorophenyl)-4-hydropiperidino]...”
to read
“4-[4~ (p-chlorophenyl)-4-
hydroxypiperidino]...”
(See the USP Dictionary of USAN and _
International Drug Names, 1995 Edition,
page 324.)

ii. For the “Each ml...” statements in the third
and last paragraphs, see comments 1{(a) and
1(b) under CONTAINER. '

b. HOW SUPPLIED

See CONTAINER comments 1(a) and 1 (b).

Please revise your labels and labeling, as instructed above,
and submit in final print.

Prior to approval, it may be necessary to further revise your -
labeling subsequent to approved changes for the reference’
listed drug. We suggest that you routinely monitor the
following website for any approved changes-

http://www.fda.gov/cder/ogd/rld/labeling review branch.html

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and explained.

Robert L. West, M.S., R.Ph.

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file lettexr? X

Is this product a USP item? If so, USP supplement in which verification was assured. X
UsSP 23
X

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

e N |

:‘ R SASIARESR Kt Sk

Error P tion Analysi s:‘:‘,jzw 58 S
reven ysis Q‘?ﬁ‘?‘%\“ Sk

X K
Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading?
Sounds oxr looks like another name? USAN stem presemt? Prefix or Suffiz present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what
were the recommendations? If the name was unacceptable, has the firm been notified?

RS

R

2

5

%

28 1N
X

S

,
-
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2

Packaging

S

i
7

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes,
describe in FTR.

X
Is this package size mismatched with the rec ded d ge? If yes, the Poiscon
Prevention Act may require a CRC.

X
Does the package proposed have any safety and/or regulatory concerns?

X
If IV product packaged in syringe, could there be adverse patient outcome if given by
direct IV injection?
. X

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuration?

X
Is the strength and/or concentration of the product unsupported by the insert labeling?

X
Is the coloxr of the container (i.e. the color of the cap of a mydriatic ophthalmic) or
cap incorrect?
X

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartonming? Must the package insert mpany the
product?

X

Are there any other safety concerns?

R PRI

Labeling N
Is the name of the drug unclear in print or lacking in prominence? (Name should be the X
most prominent information on the label).
X
Has applicant failed to clearly differentiate multiple product strengths?
Is the corxporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines) '
Labeling (continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in xred for the
ND2)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between X
labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?




Has the firm failed to adequately support compatibility or stability claims which appear
in the insert labeling? Note: Chemist should confirm the data has been adequately

supported.
=
Scoring: Describe scoring configuration of RED and applicant (page #) in the FTR RN
S
Is the scoring configuration different than the RLD?
' X
Has the firm failed to describe the scoring in the HOW SUPPLIED section?
Inactive Ingredients: (FTR: List page # in application where inactives are
listed) 2 3
Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?
. X
Do any of the inactives differ in concentration for this route of administration?
- - X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?
. X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement?
X
Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported?
p:4
Failure to list the coloring agents if the composition statement lists e.g., Opacode,
Opaspray?
X
Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?
X
Failure to list dyes in imprinting inks? (Coloxring agents e.g., iron oxides need not be
listed) -
: e
USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations) T R o
A R &
X
Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are
the rec dations pported and is the difference acceptable?
X

Does USP have 1abe1:i.n§ recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only include solvents appearing in innovator
labeling.

Biocequivalence Issues: (Compare bicequivalency values: insert to study. List
Cmax, Pmax, T 1/2 and date study acceptable)

Insexrt labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FFR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD:

1. Labeling review based on the listed reference drug (Haldol®
Decanoate 50 and 100; McNeil Pharmaceutical; revised
10/13/92; approved 4/27/93.)



Packaging

‘Haldol Decanoate 50 is packaged in 10 x 1 mL ampules, 3 x 1

ml. amps, and 5 mlL multiple dose vials. The 100 mg product is
packaged in 5 x 1 mL ampules and 5 mL multiple dose vials.

The applicant .is proposing to package its products in 5 mL
multiple dose Type I, clear glass vials.

Since this product is light sensitive, we had asked Apotex to
include the directive of retaining the vial in the carton
until contents are used.

Active Ingredients -

The statement of content of haloperidol decanoate per each
mL, throughout the insert labeling and the container and
carton labels for both strengths, is not consistent with the
firm’s “Components and Composition” statements on pages 142
and 143 of their August 31, 1998 submission (Vol. Bl.1). I
have asked the firm to revise their labels and labeling
accordingly.

Inactive Ingredients

There does not appear to be a discrepancy in inactives
between the DESCRIPTION section of the insert labeling and
the C&C Statements.

The product contains benzyl alcohol as a preservative and is
not recommended for use in pediatric patients.

Chemical Name -

I have asked the firm to correct the chemical name of
haloperidol decanocate to be in agreement with the USP
Dictionary of USAN and International Drug Names, 1995
Edition, page 324.)

USP Issues

NDA — Store at CRT 15-30°C (59-86°F). do not refrigerate or
freeze. Protect from light.
ANDA — same as RLD

Bioequivalence Issues - The waiver of an in vivo
bioequivalent study requirement was granted on October 27,

1998 by the Division of Bioequivalence.

Patent/Exclusivity issues - None



Date of Review: Date of Submission:
July 13, 1999 April 14, 1999 (draft labeling)
May 13, 1999 (FPL)

Primary Reviewer: Debra Catterson Date:
LM, Cttorgon. H2[10
Team Leader: Jo .Grace Date:

7%7 [1595
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cc:
ANDA: 75-440
DUP/DIVISION FILE
HFD-613/DCatterson/JGrace  (no cc)
v:firmsam\apotex\ltrs&rev\75440NA2.L.doc/dmc/7/13/99
Review



